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Art Unit: 1643 

DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

1. A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
01/15/2008 has been entered. 

2. Claims 1-6 and 10-12 have been cancelled. 

3. Claims 7-9, 36-39 and 42-44 have been amended. 

4. Claims 13-32 are withdrawn from further consideration pursuant to 37 CFR 
1 .142(b), as being drawn to a nonelected invention. 

5. Claims 7-9, 28, 33-49 are pending and under examination. 

6. The text of those sections of Title 35 U.S.C. code not included in this office action 
can be found in a prior Office Action. 

Objections Withdrawn 

7. The objection of claims 7-9, 36-39 and 42-44 is withdrawn in view of 
amendments to the claims. 



Rejections Maintained 
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8. The rejection of claims 40 and 45-49 under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for monoclonal antibodies and antigen- 
binding fragments thereof comprising all six CDRs, three from the VH domain and three 
from the VL domain, does not reasonably provide enablement for anti-VEGF antibodies 
that do not consist of all six CDRs (as in claims 40 and 45-47) or just a VH domain or 
just a VL domain (as in claims 48 and 49). The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make or use the invention commensurate in scope with these claims. 

The applicants argue that the methods for producing antibodies that bind a 
specific antigen by using a specific VL or VH and screening the library of the 
complementary variable domains were known in the art at the time of filing, and further 
point to Example 2 of the Slide presentation entitled "Enablement Issues in the 
Examination of Antibodies". 

The above arguments are carefully considered but are not found persuasive. 
Claims 40, 45-47 are drawn to a monoclonal antibody wherein only three CDRs are 
defined, and claims 48 and 49 are drawn to an antibody heavy chain variable domain 
and light chain variable domain, respectively. Thus, none of the claims comprise all the 
necessary elements required for the antigen-binding property of an antibody. As stated 
in the previous office action mailed 10/15/2007, it is well established in the art that the 
formation of an intact antigen-binding site of antibodies routinely requires the 
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association of the complete heavy and light chain variable regions of a given antibody, 
each of which consists of four framework regions and three CDRs or hypervariable 
regions, which provide the majority of the contact residues for the binding of the 
antibody to its target epitope. It is expected that all of the heavy and light chain CDRs in 
their proper order and in the context of framework sequences which maintain their 
required conformation, are required in order to produce a protein having antigen-binding 
function and that proper association of heavy and light chain variable regions is required 
in order to form functional antigen binding sites. 

Further, the applicant is pointed to Example 1 of the slide presentation (Exhibit 1 
submitted by the applicant on 11/15/2008), wherein it is stated that the prior art for 
humanization supports obtaining successful antigen binding by transferring all the 6 
CDRs from a donor framework to an acceptor framework. Thus, it is clear that all six 
CDRs are required for the antigen-binding activity of an antibody. 

It is noted that in light of the prior art disclosing methods of obtaining antibodies 
that bind an antigen by screening complementary variable domain libraries, the 
specification's disclosure of an antibody that binds a specific antigen comprising a 
defined VH or VL sequence would provide enough structure for one skilled in the art to 
practice the invention as stated in Example 2 of Exhibit 1. However, such is not 
comprehensible for humanized antibodies because of high degree of variability, i.e. to 
identify the humanized VH or VL when only humanized VL or VH is disclosed; one must 
not only identify the complementary CDRs, but also the framework residues which in 
fact are involved in maintaining the antigen-binding structure. Thus, identification of a 
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humanized VH or a VL when given a humanized VL or VH is not carried out in the same 
fashion as it is for human or mouse antibodies. The references cited by the applicant 
refer to identifying a complementary variable chain for a human (Portolano et al) and a 
mouse (Clackson et al) antibody but not humanized antibodies. Hence the references 
are not considered pertinent because the instant claims are drawn to humanized 
antibodies. 

Further, the applicant is reminded that the specification provides insufficient 
evidence or nexus that would lead the skilled artisan to predict the ability of producing 
humanized antibodies comprising less than all six CDRs that bind VEGF or an antibody 
VH or VL. The specification provides no direction or guidance regarding how to 
produce the myriad of antibodies. The specification does not provide any method of 
identifying a humanized VH when only a humanized VL is disclosed, either by phage 
display or mutagenesis methodologies. Undue experimentation would be required to 
produce the invention commensurate with the scope of the claims from the written 
disclosure alone. The scope of the claims must bear a reasonable correlation with the 
scope of enablement. In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 

Thus, in view of the lack of the predictability of the art to which the invention 
pertains as evidenced by the references cited above, the lack of guidance and direction 
provided by applicant, and the absence of working examples, undue experimentation 
would be required to practice the claimed humanized antibodies that bind VEGF with a 
reasonable expectation of success, absent a specific and detailed description in 
applicant's specification of how to effectively practice the claimed antibodies and absent 
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working examples providing evidence which is reasonably predictive that the claimed 
antibodies bind VEGF, commensurate in scope with the claimed invention. 

Conclusion 

9. Claims 7-9, 28 and 33-39 are found allowable. 

Claims 41-44 are objected to as being dependent upon a rejected base claim, 
but would be allowable if rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Parithosh K. Tungaturthi whose telephone number is 
571-272-8789. The examiner can normally be reached on Monday through Friday from 
8:30 AM to 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms, Ph.D. can be reached on (571) 272-0832. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Respectfully, 
Parithosh K. Tungaturthi 
Ph: (571)272-8789 



/David J Blanchard/ 

Primary Examiner, Art Unit 1643 



